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The MAILING DATE f this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )M Responsive to communication(s) filed on 17 March 2003 . 
2a)S This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 24-46 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6M Claim(s) 24.25.29.30 and 34-41 is/are rejected 

7) KI Claim(s) 26-28. 31-33. 42-46 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) Q The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)Q disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 
Attach ment(s) 

1) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

2) U Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-1 52) 

3) |_| Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) Q Other: 



U.S. Patent and Trademark Office " " " ~ — ■ 

PTO-326 (Rev. 04-01) Office Action Summary Part of Paper No. 7 



Application/Control Number: 09/989,348 



Page 2 



Art Unit: 1624 

DETAILED ACTION 



Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the same and shall set forth the best mode contemplated by the inventor of 
carrying out his invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 34-41 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

In claims 34-41, elevated above what? Is there some number above which it is 
considered "elevated", and if so, what is that number? Or does it mean elevated above 
the last time it was measured in a given patient? 

The traverse is unpersuasive. It is clear from the response that applicants do not 
know what an elevated level is. Applicants answer is completely circular. Its elevated if 
it "manifests itself as a disease." But how does one know whether this has anything to 
do with the disease? Applicants say that one can determine it "by measuring the 
adenylyl cyclase activity in a patient." Fine, one measures the activity. But to determine 
whether it is "elevated" or not, one needs to know what this number is to be compared 
with. For example, suppose two patients have lupus. One has a level of x, and one has a 
level of y. How does one determine whether claim 34 covers lupus? 
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Claims 34-41 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

The scope of claim 34 is unknown. Which diseases are these? There is no 
standard list of diseases which are and which are not covered by this terminology. 
Determining whether a given disease responds or does not respond to such inhibition 
will surely involve undue experimentation. Suppose that a given Inhibitor X when 
administered to a patient with Disease D does not obtain a response. Does one then 
conclude that Disease D does not fall within this claim? Keep in mind that: 

A. It may be that the next patient will respond. It is quite common for 
pharmaceuticals to work only with some people, not all. Thus, how many need to be 
tested? 

B. It may be that the wrong dosage or dosage regimen was employed. It is quite 
common for pharmaceuticals to work at one dosage, but not at another which is 
significantly higher or lower. Furthermore, the dosage regimen may be vital should 
the drug be given e.g. once a day, or four times in divided dosages? Thus, how many 
dosages and dosage regimens must be tried before one is certain that this 
pharmaceutical won't affect Disease D? 

C. It may be that X simply isn't potent enough for Disease D, but that another 
inhibitor Y is potent enough, so that D really does fall within the claim. Thus, how 
many different inhibitors must be tried before one concludes that D doesn't fall within 
the claim? 
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D. Conversely, if D responds to Y but not to X, can one really conclude that D 
falls within the claim? It may be that the X result is giving the accurate answer, and that 
the success of Y arises from some other unknown property which Y is capable of. Thus, 
when mixed results are obtained, how many more pharmaceuticals need be tested? 

E. Finally, suppose that X really will work, but only when combined with Z. 
There are for example, agents in the antiviral and anticancer technology which are not 
themselves effective, but the disease will respond when the agents are combined with 
something else. 

F. In addition, literally speaking, any disorder can be treated with any drug, 
although the treatment might not be successful. Assuming that "successful treatment" is 
what is intended, what criterion is to be used? If one person in 10 responds to a given 
drug, does that mean that the disease is treatable? One in 100? 1,000? 10,000? 

As a result, determining the true scope of the claim will involve extensive and 
potentially open-ended research. Without it, one skilled in the art cannot determine the 
actual scope of the claim. Hence, the claim is indefinite. 

The traverse is unpersuasive. The question here is not the amount of detail in the 
claim, but the fact that it is unclear what diseases these cover. Applicants point to page 
1, line 10, to page 5, line 28. This mentions a few forms of fibroproliferative 
vasculopathy and CHF. But that doesn't answer the question of what else it covers. 
Does it cover lupus? Asthma? COPD? Atrial fibrillation? Cancer? Endocarditis? 
Answering each of these question would be a major research project, because there is 
no standard list of diseases which are and which are not covered by this terminology. 



Application/Control Number: 09/989,348 Page 5 

Art Unit: 1624 

Claims 24-25 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for other forms, does not reasonably provide 
enablement for solvates or hydrates. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
the invention commensurate in scope with these claims. 

The claims are drawn to solvates. But the dozens examples presented all failed 
to produce a solvate or hydrate. These cannot be simply willed into existence. As was 
stated in Morton International Inc. v. Cardinal Chemical Co., 28 USPQ2d 1 190 "The 
specification purports to teach, with over fifty examples, the preparation of the claimed 
compounds with the required connectivity. However ... there is no evidence that such 
compounds exist... the examples of the '881 patent do not produce the postulated 
compounds... there is ... no evidence that such compounds even exist." Hence, 
applicants must show that solvates or hydrates can be made, or limit the claims 
accordingly. 

The traverse is unpersuasive. In Morton the Court held lack of enablement 
because the disclosed procedures in the specification did not even produce the claimed 
compounds. That is exactly the case here as well. There are numerous examples 
reported; not one of them produced a solvate. One skilled in the art knows that solvates 
are prepared by exposing the compound to solvent (e.g. by preparing in the presence of 
solvent) and then isolating the solid. If the compound inherently forms solvates, then 
one will get a solvate; if not, one will not. That is, some compounds form solvates; some 
do not. These compounds, judging by the evidence of the specification, are in the latter 
category. That is the examiner's reasoning. The specification teaches no methods for 
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overcoming this deficiency, i.e. to force a compound, which does not naturally form one, 
to form a solvate. The specification does not even seem to be aware of the problem. 
Applicants proposed solution of leaving some of the water or solvent behind is 
completely speculative, and would simply be expected to produce a wet solid. This 
rejection can be overcome by showing that a compound - nay compd - of this invention 
can produce a hydrate or solvate. 

Claims 24-25 and 29-30 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains 
subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

The provision for any ester or amide is new matter. This would cover esters and 
amides which were not prodrugs, broader than what the specification has. In this 
regard, applicants traverse on the original prodrug rejection is deemed persuasive. That 
is, applicants can overcome this rejection by going back to the original "prodrug" claim 
language, and doing so will not cause the reinstatement of the rejection made previously 
on "prodrug". 

Claims 26-28, 31-33, 42-46 are objected to as being dependent upon a rejected 
base claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mark L. Berch whose telephone number is 703-308- 
4718. The examiner can normally be reached on M-F 7:15 - 3:45. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mukund Shah can be reached on 308-4716. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-308-4556 for 
regular communications and 703-308-4556 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 708-308- 
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